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(57) Abstract: Cytokine production inhibitors containing as the active ingredient aniline derivatives represented by the general for- 
mula (I) or salts thereof: (I) wherein A is CO or S0 2 ; Cy is aryl or a heterocyclic group; R 1 and R 2 are each independently hatogeno, 
cyano, nitro, optionally substituted alky I, optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted cy- 
cloalkyl, optionally substituted cycloalkenyl, optionally substituted aryl, an optionally substituted heterocyclic group, optionally 
substituted amino, or B-Q; R 3 is M'-M 2 -R 5 ; R 4 is hydrogen or optionally substituted alkyl; x is an integer of 0 to 5; y is an integer 
of 0 to 4; and z is an integer of 0 to I . 
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-Jim, li $ nr t ^ y ^ o 7;^;n, M^$nTt)=tv^>^nT;p^-n 

&^7=LSm&fzte-B-QmX'&K> ; R 3 te-M 1 -M 2 - R S ^T& 0 ; R« te* 
MTJfcttl^^nTfc J;^7^;HT$ 0 ; x it 0 ~ 5 0 ; y 
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Th 1 tTh 2 ©l^yt^ hC^nt^-Sc Thl^»t ^\Z-( > 

^-n-r^>2 (il-2) , -r>^— y^n> r ( i FN— r ) mzmtkv. 

5)tlTV^„ Th2^y»t aEfC-O^-D-f ^>4 (IL-4) , -f > 
^-n-T^>5 (IL-5) , -f>^-n-f^>6 (IL-6) > -f>^ — P-T 

^>io (il-io) , -r>^-o^^>i3 (il-13) m&m$L\^ m 
tfmzm-^T&mmmT uji^-Kfo, ftMm&^zm^-tzmmmyuji^- 
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Th i^^y a (D^m^u, ^(omnimiz^mvT, mm^mKit^m 
m.hfcmnntfmm\stzik&m£\sxu. wo 9 5/H6, wo 98/270 

8 1 , WO 98/27058, WO 99/15164, WO 99/51580, 
WOO 0/4 0 2 3 5ttE\zmW«D*>(Dtimvf Z>tiZ> 0 L/^L&^£, Z\tlt>ik 
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R'^i^RMi-en^nsnsLjc:, ao^>^?, yjyi, ^Nn^> s^^n 
-JVM, H^ntt)J;^y^D7;^;n, KftstiTt>«k^y^D7;^z 

=fc^T5y*S2;£:te:-B-Q* (BteO, CO, COO, OCO, S, SO^c 
«S0 2 T&9 ; QtezKitJiC^, fi^nXfe<fc^7WS, Bifc^nTfecktA 

-M'-M 2 -R 5 » {M'^o^^MM^n-^n&AL^, O, S, NR 5 1 (R 6 te7]t 
^^^^^B^^tlT^^^TJ^^-e^-S) * m^1~2©T 
)V=¥U>m, CO, SOSfcttSO,?^, M'&J^M 2 ^— If£75:i3-N = 
N-«ttfe £ };< ; R 5 ^iI$ntt>«kUyi7D7JWH, Bm^tlT^ 

4<Dm%.T~$>r> ; z«0~l©SEffcT&5 ; {SU (1) Cy^7i-^T$ 

o , 7 x -jvS(d 4 &©B&£#fi& $ nt «k tf 5- fc «b& 
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SftTfc«fct^HJ7V— frM-VfoZm-S. &cktf (2) Cy^7i-JVit*0 
HCO- (CH 2 ) Q-R^ (q«l~40SiCTa&f9, RttT >J 

msbss (i) Tmznzy-v >mm&<Dmz. i^c^^nsitabti 

fcf«fc<, WLfcf, J£m&, ilttt&ft£<Z)tt;Hfc!&; p-h;l/X>x;^> 

r 1 > r 2 > r 4 , R 6 ^^^Q-r^$n^am^nT^=tviT;wi/*7S:e>mc 

i8®feo, i**.***^^*, x^;us, ^u&im, zf^-jvm. ^>^jvm. 

^.^)vm. /-r^^^muEifimi^n 

r 1 , R 2 &£zMT«$n3g^$nTt>ck^:7;i^^ 

R 1 , RK RSte^zSQ^ZftzmmznTh^^Znyji^^fczmz 
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r 1 , r 2 43 =t tots £ nz> wn-znx *> £. v^>^ n Tjitr-jimtz z mz'& 

R 1 , R 2 > R^itKQT^^n^Km^nT^ctViT'J-;^ Cytl^n 

r 1 , r 2 , R 5 &£zfiQT~mzn2>mmtsnT>b£^Mmm&. cyrg^n^. 
-rv^jyj-m <v?7y»Jy-;n, t^y77u;n, 

Wy77U-m t^y77'Jy-JH, ?7S?7 , /'JM, ^Ti/T 
l/»J— f7y77'Jy^;H, MJ77UJH, h'J77U^H> MJ 
77'Jy-JH, fhy'/'J^S, rh77U-J^ -y- h^/U S^l* 

mi?- Jim. b°'J$yiH, ^tFnf'J^ym fh7kHnifiJ5y;V 
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TiS-frm. t?^-;i^ ytFnh^-M, rh7hHDk7ZjH, 
4^ z/=uv&. ^^-^-fe-;^, v^^trx;^ ^;i/*ux;i,g 

^>^v?7v''j;i/S, fh7kFD^>^vf7yjji/S, ^>y-r 

V^/'Jzjvi, ^t^/'J-JH, ^y^itUx;^ 7^^-^-;^ 
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wwtt^9u7)vtr-)vji)VT$—)y/-*^m. mM~pi7v-)im. mw>i 

mmm, mm*immm**^m, mm^mmm^^ mmrnm.mm^^ti)v 
mm^mmmtuitf—jim. mm^immm^j^—j^^m, mm 

MmommztiT h ct -> ^ n x;i^;i^ tl^nx t> £ ^ ~>£7 n 7 )V>r - 

stim An^r>iM^, « ^;^^h». mm»i7)v*)vm, mm^j 
7jvtr-)im. wm*i7 mm^S7jvn^^m, mm°i7)i*)Vtt 
s> mm^7 )v*r—)vir3rz/m, mm^s7jv^-~)v^m. w.wn7)v*-)v* 
mwk*i7 mm*s : is>7U7)v*)vm. iipi^^dt^ 
>r~)vm. mm%is2u7)vn*=sm, mm^i^^u7)]/^)v^m. 
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mm^y^-jm, mm*iyv-ji/**zs&, bm^tu-;^^-^ mm 

wwk^mmmttz/t})v#-)vm, mm^mmmtui-^-jim. mrn^irn 
mmt>)v-$-)Vttism. mm^jy^ym. yyys, - hoi, *dv#**s)v 

m.m^im.mm^)v^)vm. mm^jy^yxj^-jim^^m^^n, -ene> 

^ tk^s> fi^"TT;i/^;i/S> am"5Ty;p^3:;i/«, B&nix;Mr-;«. mm 

pj^^ot;^;^ mm^^^u7)v^-~)vm. mm^^^uyjvn^^^ 
mm^s^^u7)v^r-)v^zym. w.m*i~7)vu=*-ist>)Vj£-)v^ mm^syji 
*r)\>ti)v-#- jvm, mm~pi7ji/5r~)V3-*isj3ji7£-jim> wm~v$y)vy-)\,ti 
;i/7j^-;i/S. mm*iy)V*— M*y*ji/#-M, BM^y;^^;^;^- 

BM"5j->^DT;i/er-;i/^^;i/^-;^ mm^izy^nyji^-jituv 

b^pitu-;!/*, ^ B^"5izu-;i/^s>s, mm^yv— )v** 
«mplT;i/^-;Px;P7}N-;i/S, mm^^^uy)V^-)V7.)V^—)vm, 
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^S3S3-3^>^ t;1/^;i^^^-», t^^p^s, 
, y^P7;wfts, y^D7;^;ws, 7>j~;^ti> mrnrn^- 

mmrnxju^-jim, 7jv^rjvtuv^-)im. 7)vy~)vts)v^—: 

7'J-M;i/#-;vS> H^^Pfc;!/^ 7;^M+y 

, y^P7;i/W*y*M-;H, D7;^zM^y*;^-JPS, 

$y^7^#-;i/Bv T;^-;i/T^y*;u#-;i/S, y^D7;W7$y^^ 
y^D7^«75y*;i'**^n, 7'j-;i/7^y*;^-;H 
, I^I75y*;i/ton, 75;^M-;n, 7W75;^M-ji/ 

y7JW7S;XMrjH, T^^r^I/TSyx^-JI/S, TJMr^ 

y^o7;i/*;i'75y7;i/fcjn 1 y^D7;^^i' 
75;xm^s, TU-ji/T^yx;^-;^ iii75;7j^z;n 

, 7)V*)V7^;m. y7;W75/S> 7J^^7$;l, 7;i/^-;i/7- 
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, 7;i/+-j^M^;i/7^ys, y^D7;wwM-^7$ys, ->^o 
=• /a&fc£#Ptf 5 ft, -?-nsH*iM©t« 1 TOoTfe 2 *ro±x 

75 7«, 7^+JH, /\D7;i/+JH, X;P3^>S, AdT^n^S 

7W75/*M~;H, y7;^75/*;^-JH 1 75 
y^M-M, 7MJP75y7JP*r;H, y7M;i/75/XM-M 

, 7;wi/75 ys> y7;i/W5ys, t;w^;1/^— ;wT^y«, 
sm*TS^$nxviT t> j; < , ^n^mmm^mz 1 <ix&o t& 2 ^hj^±x 
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(4) msmmizftsiffi&Rjfc. 

( 1 ) j£ ( I ' ) : 



Kt, A, R\ R 2 , R 4 ^ck^y«tu3Zli©^«iSDTfeD ; Ha U*AO^r> 
HC^r&D ; Cy' tt^jc— ;«*fctt6^miSitS[3!l58S'ra&0 ; Mtao, S 
, NR f I <R s Ktffi&©j£«iI*)T?&*) > -OCH 2 - -OCH 2 CH 2 - - 
CHjO-, -CHjCHjO- -SCH 2 -, -SCH 2 CH 2 - -CH 2 S- 
-CH 2 CH 2 S-Sfctt^Tfet) ; R s ' tt«&$nTfc«fcV>lf U^;V2li;jfc 
«Sm$tiTfeJ;ViT^>5 1 ;«TfeD ; x'te 0~ 3 ©Mj&-Tr&3 ; fiU A 
^COTfeD, W^- (CR a R a ) d-NCR b R c ItlI$nfc7^7 
>^;« (RMizKSlR^SfcttTJP^aJTfct) ; R fc 7)V*)Vm 

Sfc«Tv;i/ST$>D, R c ^7jc^^^fc«y;u^;i/^-e^D> dteo~3©g 

(2) A*tCOT*5S (I' ) ®7^U>ii#:$fcttf©I„ 

(3) A^COTifeO, R 5 ' fimm2tlTb£\,*¥Vi?)l<g:-C ( I ' ) <D 




M— R 



,5' 
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(4) A*JcoT?ftt), R 5, fiv^uTjwmT'wmtEnfchiVztjm (^it 
ww$'7)V5--)\<m. mm^yji^-jim. mm^rjv^^^m. mm^Tjv^- 

ampJx;u+— ;K*;V/fr-;i^ ff^pjv-^nr;!/^ 

(5) A^*COTfeD> R 5 ' ^ADT;WP*T«^$n7ttf U^STabD, 
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5£ (I* ) ©7-U>^^fcttf0i|. 

(6) A#COT*t), R 5 '^3-^OD-5-hU7MD^f;l'-2-t: 1 J 
>W£T<&S5t (I' ) ©T-U>8ISIW#:*fctt-€-©«. 

(7) A^COTftO, R 5 ' **fS4ft$nTt><fcVi7^ r T>^;i/ST*SS: (I' 

(8) AdiCOTftO ; Ha 1 Ifimmmi'T&V ; R 5 ' ^«m£*lTt> J; V*7^ 

(9) A^COTSD ;Ha 1^7*;^, IHJITtfc^i^feD ; 

(10) A^SO,T?»« (I' ) ©7^U 

(11) Cy' T^^tl?)6MiSlilS^ 6IatD7'J-;HT*5 
it (I* ) ©T-U>m##£fc«^©i£«, 

(12) 6I^\TD7>J-M^lfUyM, tfU^-;^ HU^yrM 
^fcttlf^ri^T&s (li) ©7-'J >8NMfc£fcra-?-©ift. 

(1 3) 5* (I" ) : 



[itcK A, R 1 , R 2 , R\ Ha K M&cktf x'k£f^©^iiDT& 0 ; C 
y" «5I^lillT^D ; R 5 " \t il$tltfeJ;H7x-;H, «^ 

(14) A*«COT»5S (I") ©7-U>Sf3f^*fctt-eo46. 

(15) A^COT^D, R 5 * ' *llft$nT , b«J:^7i^S*fcttljft$n 
Tt>J:^trU-^*T**iC (I" ) 

(1 6) A^COT^D, R 5 ' ' j&*B*j|$ftT&«i:^7^>^;!/gTfc55S ( 
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i" ) <DT=-'j>mm<t2zit\z*<Di&. 

(17) A#COT*0, M&mmm^ StMf^fcliNR 6 ! (R 6 tefijfBff 

li^nTfei^T^V^STS^^ (I" ) ©7-'J>^iff^^S-e© 

(1 8) A^S0 2 W (I" ) ©X-U>R»#££fc^©:BL, 
(19) Cy" Tl^tl^5i¥IiCSiIS^ 5SAfD7U-JHTfe5 
5* (I B ) ©7-'J>^##:*fef«fi!)l, 

(2 0) 5*AfD7'J-^S«», :7^~;i^ -f5^/U;«, 
7^/'j;HT$5 (19) ©j^^i^tfdifofi. 

5£ (IV) : 



5£ (V) : 



t^Km^^^t\z^K), Mies: (i) <dt- v >mmfc$.fr\$j£<Dm.&mm. 
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jfimmi&mm ■, ^x^;Kr-x;k ^yptr^x—T^k s^^x— x;k 

x h U h U;PM ; y7fMJl/A7$ h\ ^^^Tir H&£ 

, v^ppp^X Ei^fl^ifi, 1, 2-i?pnu3L?>j3L£<D/\n5 1 >fcm4k 

>> 1, 8-^T1flf->^P C5, 4, 0] - 7-r>>^-fe> % N , N-S^5F 
;i/7-'J>^£©tlM; 'J^A, ^bU^A, # U «7A?5:^©t;^ 

§Stf£ 1 ©SJfrteU — ^fc- 7 0 ~ 1 5 0 r^^^-efrfetl^ M£ b < te- 
1 0 ~ 1 0 0 'CCDSJ&^STf? t)tl>5o Si^N^ta, — 0 . 1 ~ 4 8 mffl~C 

8 ~ 2 mmm^ v < « 1 ~ 1 . 5 ^rnvm^mm tz> z £&~v%% 0 
mm 1 \z&tfz>BijfcW3km%&* m^:mmzm.^t>^^ z. ht^^^> 0 

m W2L2 
(I- 1) : 
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[3t«t», A, Cy> R'> R 2 , RK x, y&£ZS z ^^©ffitJT^-S] T^$n 
■5fl^4fc£,.5C (VI) : R 4 ' -L 

Kf, R 4 ' «Sm$nTfeJ;Vi7;Wl/STa5D, L tefijMGDM D T£S 
tlZfc&®Z:&KJfc'£ J &Z>Z£\zJ:r), 5£ (1-2) : 

K"f, A, Cy> R 1 , R 2 , R 3 , R 4 ' > x, y 43«ktfz 

^-y->, *\-?*>, Siftx—T^k U^n-f>, :&**^>^>fc:£©IIB 
B^^'fbzK^IS ; v*x^;i/X— y^u tf;i/X-^;k s^^vx— 
fh7kHD77>, ~?^1*>&£©x--^;Mg ; Tir hxMJ;k 7nk°t 

, y^D^^x uamtmm. 1, 2-v^nnx^>&£cDAny>teM'fb 

N-^^I/^Mn'J >, 1, 8 -vnftfv^D C5, 4, 0] -7-^>x-il 
N, N-^5^7xU>&£<DWm!&g ; U^tfA, :r>U->A, # U # 

U ^ic^il ; ^&zKUt U A, mM7Jc^x h U A. U # 
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V/ntf^T^ b\ j~b ] J OATS. F&££^f3££^T#3«, 

m&2(DKmz, -mz-7 o~i 5 ox:<DKfcumT'?ffrn, sst<«- 
io~io o x:<Dfcj&i&&T*ft ^n^o s^p B ^s, -miz o . i ~4 8 b#f b it 

. 8~2^*s^b<«i~i. 5mm<Dm&-cmm-Tz>z.t&-egz> 0 

, z\n*>Km>m3kW<D*p\zu., m^mmoRm^hm^v^mm^Km^^ 

±mvrcmmi^2^^is^nizHmvr^m^^nrcmm^ m <Dit& 
m*. te%\<D^m, mx\z. mm, m&mm. mm, mmmta, %n 

MfBM?il~2^^U, TIB [A] &£.Z$ [B] ^fB«c©^^^ttCin^ 
[A] 5£ (H) : 



A, R 1 , Ha l^ilXx'^M^^jlOTfeO, Lte«£*T&£] 



Cy' , R 2 , R\ R 5 ' ^ M, & J;^y'«tu^^il 0 



Hal 




HN 




WO 02/051397 



PCT/JP01/11282 



18 

CB] 5£ (I' -1) : 




[5£«K A, Cy' , Ha K R l . R 2 . R 5 ' , M, x'^«±:tXy'^MM©MD T 
&Z>]-?m-£nZ>fc&V>}li, (VI) : R 4 ' -L[^4», R 4 ' ^em^tLTfect^ 

«kD, a (!' -2) : 




K^K A, Cy' , Ha K R 1 . R 2 „ R 4 ' , R 5 ', M, x.'&£Zfiy'UMy&<D 

^mwizfatiziz. (i) cDfc^gteM^ -^w^is^^j©^ (#j*.te\ 

znzi&mm. mmm. m&m. num. mmm. mwm&m. mnmmvmR 

\zmvxmm.-?i*. ask ismy, mm. x-ftmu mi mm 
. mmm. %m. &mm mm. mmmm . x^v-, xtd^jk ^u-a 
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yp/\v-;K ^u v y\ ywmm. y">y>m, -ay^ymm, 

h> ^>y>, %mm<Dmm%L an, 7^ru>, ^^^-/t^-. tk^^ 

<mmx%, mx&T'Fym, ^>y>, mitmmm, 

vx^ix>v;i/t'^>flgMmx7.^;i/^^^f^,^i^T^^ 0 
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i 

i 

nz>&, m^m.0.m^ 1-7 011%, $?£b<«5~5 oi^%^t§<D^ 

MP^^-^-^n^o m^tfmnmz&^n&m&iziz. mm. mm. 
□ttfctt, »Bfa4F5W, g^ai. mask ^j#©^-es-^-r 

BM§D#:fil kgit)»0. 0 5-5 0mgtf5©i()S < j:<, 
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